Over the past few decades there has been a reluctance to prescribe benzodiazepines for insomnia and anxiety, as evidence for dependence and withdrawal has accumulated. Alternative treatments have therefore been sought.
Zopiclone, a cyclopyrrolone, is chemically unrelated to benzodiazepines but acts via the benzodiazepine/ -aminobutyric acid receptor complex. It is licensed for the short term treatment of insomnia. Claims that zopiclone does not cause rebound, dependence, or withdrawal phenomena may have led to it being considered a safe option for treating insomnia. 1 We present a series showing evidence of zopiclone dependence and problems caused by withdrawal.
Case reports
Case 1-A 29 year old man who had had a pneumothorax was prescribed zopiclone 7.5 mg nightly. As he was anxious about a recurrence he increased the dose to 22.5 mg supplemented with tablets from other sources. After eight months he realised he was misusing the drug and stopped taking it suddenly. This resulted in severe anxiety with tachycardia, tremor, sweating, and rebound insomnia. He was treated with amitriptyline 25 mg three times daily for several weeks and made a full recovery.
Case 2-A 26 year old man was prescribed zopiclone 7.5 mg nightly for insomnia. The dose was eventually increased to 7.5 mg four times daily, depending on availability. If he stopped taking zopiclone he experienced anxiety, tremors, sweats, flushes, palpitations, and derealisation. He was stabilised with 7.5 mg zopiclone nightly and 3.75 mg daily and monitored closely. He described a strong craving for the drug, and attempts to reduce the dose further were firmly resisted.
Case 3-A 49 year old woman received zopiclone 7.5 mg for insomnia during inpatient treatment for depression. She was taking this dose at discharge but subsequently increased it to 15 mg and then 22.5 mg. She remained on 22.5 mg one year later. She had tried to stop taking zopiclone twice but experienced severe rebound insomnia and anxiety. She was therefore reluctant to reduce the dose.
Case 4-A 36 year old woman with bipolar affective disorder was prescribed zopiclone 7.5 mg nightly for insomnia. The following year she was taking 7.5 mg four times daily, obtaining supplies by changing doctors. If she reduced her intake suddenly she experienced sweating, palpitations, tremor, and anxiety. Her intake was monitored and the dose was gradually reduced. She had been dependent on benzodiazepines although these were stopped before zopiclone was prescribed. She had no history of alcohol dependence.
Comment
All these patients increased their intake of zopiclone above the dose initially prescribed and their withdrawal symptoms included craving, anxiety, and insomnia. Although it has been suggested that zopiclone is not associated with dependence or withdrawal phenomena, rebound insomnia was experienced by normal volunteers after taking the drug for only two weeks.
2 One case of zopiclone dependence has been reported, although this was complicated by a misuse of benzodiazepines and alcohol.
3 From our series it would seem that dependence is not restricted to people with a history of benzodiazepine or alcohol misuse, as this applied to only one of our patients. The potential for zopiclone misuse has also been reported in three cases. 4 Studies of up to four weeks of zopiclone use have not demonstrated evidence of dependence or withdrawal problems. 5 Our cases reveal problems with use over a considerably longer period which may more closely resemble clinical practice.
Though zopliclone is a safe and effective treatment for insomnia in the short term, it seems that it can cause dependence with long term use. It would seem reasonable to apply the same caution to prescribing this drug that is applied to the benzodiazepines. Its use should be limited to the short term indications for which it is licensed.
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